To assess the prognostic impact of pretreatment albumin-to-alkaline phosphatase ratio (AAPR) in patients with upper tract urothelial carcinoma (UTUC), the data of 692 patients, operated between 2003 and 2016 in our center, were retrospectively assessed. The threshold of AAPR was defined as 0.58 by using the receiver-operating curve analysis. Overall survival (OS), cancer-specific survival (CSS), and recurrence-free survival (RFS) were evaluated using the Kaplan-Meier method. And the univariate and multivariate Cox's regression models were performed to identify independent prognostic predictors. The results showed that AAPR <0.58 was significantly related to higher pT stage and grade, concomitant variant histology, anemia and larger tumor size. Additionally, patients with a lower AAPR had an inferior survival outcomes than those with an AAPR ≥0.58 (all P < 0.001). Multivariate analysis suggested that the lower AAPR was also an independent risk factor for poor OS (HR 1.587, 95%CI: 1.185-2.126; P = 0.002), CSS (HR 1.746, 95%CI: 1.249-2.440; P = 0.001), and RFS (HR 1.337, 95%CI: 1.027-1.739; P = 0.031). Moreover, subgroup analysis demonstrated the lower AAPR was related to worse prognosis in high-grade UTUC patients; but in those with low-grade disease, no relationship between them was observed. In conclusion, our results found that the decreased AAPR was independently related to poor survival outcomes in UTUC patients. Using the AAPR for subclassification of high-grade UTUC seems to further identify a poor prognostic group and contribute to clinical decisions making.
Therefore, the present study focused on the prognostic role of preoperative AAPR in UTUC patients undergoing RNU in our center.
Material and Methods
Patients. The data of 780 patients diagnosed with UTUC between 2003 and 2016 were retrospectively gathered at our center. Only patients received RNU were included in this study, thus 19 patients who received conservative treatments before RNU were excluded. Thirty-six patients were excluded from the present study as a result of missing data. In addition, patients with the previous cystectomy for invasive bladder cancer (n = 8), patients underwent RNU plus radical cystectomy (n = 6) and patients with concomitant non-urothelial carcinomas (n = 10) and those with liver diseases that could affect ALB or ALP levels (n = 9) were also excluded; none patients received neo-adjuvant chemotherapy before surgery. (Fig. 1) The study was approved by the Ethics Committee of West China Hospital and the methods were carried out in accordance with the approved guidelines. For this type of study, informed consent is not required.
Methods.
The methods have been fully described in our previous papers 10, 11 . Simply, all RNU specimens were respectively evaluated by two pathologists according to standard procedures. Baseline clinicopathological features and laboratory assessments within 30 days before RNU including hemoglobin, ALB and ALP, were obtained from the hospital database. The receiver-operating characteristic (ROC) curve and Youden index (Youden index = sensitivity + specificity-1) were applied to select the cut-off value of AAPR 12 . The AAPR of 0.58 was chosen as the threshold value as it had the maximum Youden index value.
Postoperative surveillance was performed according to the recommendation of EAU guideline 1 . In simple term, physical examination, blood laboratory tests and chest radiography were performed at every visiting; cystoscopy and urinary cytology were done at 3 month, and then annually for at least 5 years. Chest/abdomen CT/MRI were performed every 6 month for 2 years, and then annually to detect any postoperative recurrence or metastasis. If necessary, other tests such as bone scan can be applied.
Statistical Analysis. The Pearson's chi-squared test and Student's t-test were utilized to assess the categorical variables and continuous variables, respectively. The relationship between AAPR and clinicopathological features were analyzed by logistic regression analyses. The time-to-event analyses were performed using Kaplan-Meier method, and the log-rank test was applied to compare distributions. To identify the independent prognostic factors, univariate and multivariate Cox regression analyses were performed. Hazard ratios (HRs) with corresponding 95% confidence intervals (CIs) and two-side P values were reported. All variables that had a P value < 0.1 in univariate analysis were included in the multivariate model. A P <0.05 was considered to indicate statistical significance. The software SPSS version 22.0 (IBM Corp., Armonk, NY, USA) was applied for all statistical analyses in this study.
Result
A total of 692 participants were finally included in the present study with a mean age of 65.8 ± 11.4 years old. The baseline characteristics of the cohort were shown in ≥0.58 (AAPR <0.58, n = 443 and AAPR ≥0.58, n = 249). There was no difference between two groups in age, gender, tumor side and location, surgical approaches, renal function, multifocaity and adjuvant therapy. While, the logistic regression analyses found that lower AAPR was associated with advanced tumor stage (P < 0.001; RR = 1.778 for T3 and RR = 2.941 for T4) and high tumor grade (P = 0.010; RR = 1.574), concomitant variant histology (CVH) (P = 0.013; RR = 1.634) and anemia (P = 0.001; RR = 1.707) as well as larger tumor size (P = 0.020; RR = 1.476).
The median follow-up duration was 42 (IQR: 20-75) months. At the last follow-up, 249 patients died of all-causes and 199 patients died of UTUC. The 5-year overall survival (OS), cancer-specific survival (CSS), and disease recurrence-free survival (RFS) were 50.0%, 56.3%, 45.4% in patients with AAPR <0.58, and 64.8%, 70.6%, and 56.6%, respectively, in their counterparts. Kaplan-Meier curves showed that AAPR <0.58 was significantly associated with worse OS, CSS and RFS (all P < 0.001; see Fig. 2A-C) . In addition, Kaplan-Meier curves suggested that AAPR <0.58 was also significantly related to higher mortality in subgroup with high-grade UTUC; however, in patients with low-grade disease, there was no difference between two groups (Fig. 3A-F) . ROC curves found that AAPR had the higher AUC (area under curve) values for OS (AAPR 0.577, ALB 0.519, ALP 0.548), CSS (AAPR 0.583, ALB 0.520, ALP 0.570), and RFS (AAPR 0.557, ALB 0.502, ALP 0.540).
Univariate analysis found the AAPR <0.58 was associated with significantly inferior OS (HR 1.823, 95%CI: 1.374-2.419; P < 0.001), CSS (HR 2.026, 95%CI: 1.464-2.803; P < 0.001) and RFS (HR 1.550, 95%CI: 1.202-1.999; P = 0.001) ( Table 2) . Also, the pT stage, tumor grade, lymph node metastasis, lymphovascular invasion, CVH, tumor size, positive surgical margin, and anemia were significantly related to survival outcomes. After adjustment for preoperative clinical features, the results of multivariate analysis showed that the pretreatment AAPR was an independent risk factor for OS (HR 1.587, 95%CI: 1.185-2.126; P = 0.002), CSS (HR 1.746, 95%CI: 1.249-2.440; P = 0.001), and RFS (HR 1.337, 95%CI: 1.027-1.739; P = 0.031). Other factors, including pT stage, tumor grade, lymph node metastasis, CVH, tumor size, and anemia were also determined to be independent prognostic predictors in multivariate analysis (Table 3) .
Subgroup analyses found that the decreased AAPR was also proved to be independently associated with poor OS (HR 1.726, 95%CI: 1.252-2.380; P = 0.001), CSS (HR 1.906, 95%CI: 1.324-2.743; P = 0.001) and RFS (HR 1.509, 95%CI: 1.120-2.033; P = 0.007) in patients with high-grade UTUC; however in patients with low-grade disease, AAPR had a neutral role in OS (HR 0.905, 95%CI: 0.408-2.005, P = 0.805), CSS (HR 0.674, 95%CI: 0.240-1.895, P = 0.455), and RFS (HR 0.727, 95%CI:0.383-1.381, P = 0.273) ( Supplementary Tables 1 and 2 ).
Discussion
The prognosis of patients with UTUC remained unsatisfactory. Previous evidence had found that most of the patients died from UTUC within 1 year of disease recurrence and the probability of surviving 2 years after disease recurrence was only 20%. Thus, to stratify the patients with high risk of poor prognosis was important. However, to accurately stage patients before definitive therapy was unavailable, which limited the management of UTUC. A few retrospective studies had found that patients with UTUC could benefit from the usage of neoadjuvant Table 2 . Univariable regression analysis of clinicopathological parameters for the prediction of survival outcomes in UTUC patients.
*
Note: AAPR: Albumin-to-Alkaline Phosphatase Ratio; CVH, concomitant variant histology; LVI, lymphovascular invasion; RNU, radical nephroureterectomy. chemotherapy 13, 14 . Preoperative imaging could not accurately stage UTUC, even preoperatively endoscopic biopsy is rarely sufficient for the determination of the degree of microscopic invasion. Thus, preoperative prognostic markers would be valuable tools to improve the accuracy of risk stratification models.
Anthony et al. reported that AAPR was a powerful prognostic predictor with the highest C-index among liver biochemical parameters 8 . Then Nie et al. reported that AAPR was independently related to the prognosis of patients with metastatic NPC, and it has better predict ability than ALB or ALP alone 9 . In our study, we also found the AAPR had the higher AUC compared with ALB or ALP in UTUC patients, indicating that the AAPR better predicted their survival outcomes. Meanwhile, lower AAPR was related to advanced pT stage and high tumor grade, CVH and larger tumor size. Multivariate analysis found lower AAPR was independently associated with poor OS, CSS and RFS in patients with UTUC undergoing RNU.
The mechanism of AAPR in human malignancies including UTUC remains unclear. Increasing evidence shows that the presence of nutritional deficiencies and systematic inflammatory response might play an important role in the development and progress of human cancers and also be associated with inferior prognosis in patients undergoing resection for solid tumors 3, 15 . ALB is a stable and flexible serum protein and modulates the systemic and organ inflammatory reaction, as well as exert antioxidant effects against carcinogens 16 . Also, low ALB reflected nutrient deficiency exits which could decrease immune function and lead to poor anti-cancer response 17 . Recently, evidence has found that ALB was a useful prognostic predictor in various malignancies such as hepatocellular carcinoma (HCC), renal carcinoma, prostate cancer, and colorectal cancer as well as UTUC 3, 4, [18] [19] [20] . ALP is a hydrolase enzyme found primarily in the liver, bile duct, kidney, bone, and placenta. Serum ALP will increase during some pathological conditions, such as HCC, kidney disease and bone metastasis 21, 22 . In addition, ALP has been found to be an independent risk factor for survival outcomes in patients with HCC and nasopharyngeal carcinoma (NPC) 23, 24 . Although Kluth et al. did not find the prognostic value of ALP in patients with UTUC, Sheth et al. reported that ALP ≥116 U/l was related to multiple adverse clinicopathological parameters and poor RFS in high-grade UTUC 4, 5 . Interestingly, our results showed that the decreased AAPR contributed to worse survival outcomes in high-grade UTUC; but in terms of low-grade disease, there was no relationship between them. To date, according to the available studies, only few studies had discussed the roles of ALP or ALB in different subgroups in various malignancies, and also their results were inconsistent. Some found they could be used as prognostic markers in patients with non-metastatic diseases, while others recommended they was significantly useful only in those with advanced diseases or with metastatic diseases 4, 25 . Some researchers suggested the dynamic change of ALP or ALB might be related to bone or liver metastasis or metastatic tendency, which may partly explain why low AAPR could contribute to poor prognosis in high-grade UTUC with high metastatic and aggressive ability. Specifically, due to the small sample of low-grade disease and relatively short follow-up duration, our study did not found any significant prognostic predictors in this population. Therefore, the conclusions from patients with low-grade UTUC should be applied with caution and should be validated by future studies with larger samples and longer follow-up time.
Limitations of this study should be described. First, our cohort was retrospectively included which may cause a selection bias. Also, the adjuvant chemotherapies and radiotherapies were variously administered, which may affect the patients' outcomes differently. As the additional benefits of the lymphadenectomy pattern for UTUC were not clear to date, thus lymphadenectomy was not routinely performed which may affect the survival outcomes. Moreover, other potential prognostic inflammatory markers such as C-reactive protein, fibrinogen, and cytokines were not available due to limited data which may add additional prognostic value to the model. Despite limitations above, the present study was the first one with a large sample to assess the prognostic impact of AAPR on patients with UTUC after RNU.
Conclusions
The AAPR was a novel derived indicator from routinely available tests. In the present cohort, we demonstrated that lower AAPR was a superior indicator than ALB and ALP, and was independently associated with inferior survival outcomes in UTUC patients. Using the AAPR for subclassification of high-grade UTUC seems to further identify a poor prognostic group and contribute to clinical decisions making. Future prospective studies should be performed to validate its prognostic role.
